Supplemental Results

TABLES
(a) Unique peptide sequences of TEAD1 and 3 identified from proteomic profiling using Probe 2. The mass spec results were adapted from our previous studies 1 .
(b) Scalloped is palmitoylated. HEK293A cells were transfected with empty vector or wild type HA-Scalloped. Cells were labeled with 50 µM Probe 1 overnight, lysed and followed by click chemistry reaction. Proteins were resolved by SDS-PAGE and biotin-linked proteins were detected by streptavidin blot. See Supplementary Figure 13 for the full images of the blots.
(c) Clickable analogue of cerulenin (3) labels TEAD1. HEK293A cells were transfected with nothing, empty vector or wild type Myc-TEAD1. Cells were labeled with 5 µM of 3 overnight, lysed and followed by click chemistry reaction. Proteins were resolved by SDS-PAGE and biotinlinked proteins were detected by streptavidin blot. The electron density has shown a lipid-like molecule binding to the pocket; however, the density is truncated, and cannot be accurately assigned to a palmitate without prior knowledge of TEAD palmitoylation. The electron density in 3JUA seems to be connected to C360 of TEAD4, implicating a possible covalent modification on this residue. (a-b) Gal4-repsonsive luciferase assay of Gal4-TEAD2 and YAP interaction (a), and TAZ interaction (b). HEK293T cells were transfected with Gal4-UAS-Luc and the indicated plasmids. 48 h post transfection, cells were processed with Duo-Glo luciferase assay system (Promega) and luciferase activity was recorded using an EnVision plate reader (Perkin Elmer). A representative of three independent experiments is shown. (Data is shown as mean ± s.e.m., n=3, P values were determined using two-tailed t-tests. *, p<0.01, ***, p<0.0001). 
